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ABSTRACT 

Annelated indoleketones with an imidazolylalkyl substituent having the 
formula (2): 

DRAWING 

wherein R1 is a Iky I or alkoxy having 1-4 C- atoms, hydroxy, halogen, 
trif luoromethyl, a group R5R6N or R5R6-N-CO, wherein R5 and R6 are hydrogen 
or alky I having 1-4 C- atoms or wherein R5R6N is a saturated 5-6 ring, and n 
has the value 0, 1 or 2; A is a group of formula 3, 4 or 5 

DRAWING 

wherein one of the groups R2, R3 and R4 is hydrogen, a Iky I having 1-4 
C-atoms, cycloalkyl having 3-6. C-atoms or alkenyl having 2-4 C-atoms and 
the two other groups, independently of each other, are hydrogen or a Iky I 
having 1-4 C-atoms, p has the value 0-3, and q has the value 2-5. These 
compounds (and pharmaceutical ly acceptable acid addition salts thereof) 
have good antagonistic activity of "neuronal 11 5hydroxytryptamine(5-HT)rec 
eptors, and the lower toxicity. 
003 Claims 

EXEMPLARY CLAIM 

1. Compounds of formula (2): 

4,5-<-(CH2)p-CH(-CH2-A)-CO-),(R1)n-1,2,3,4-TETRAHYDRO- 
PYRIDO(1,2-a)INDOLE (2) 

wherein R1 is a Iky I or alkoxy having 1-4 C-atoms, hydroxy, halogen, 
trif luoromethyl, a group R5R6N or R5R6-N-CO, wherein R5 and R6 are 
hydrogen or a Iky I having 1-4 C-atoms or wherein R5R6N is a saturated 5-6 
membered ring, and n has the value 0, 1 or 2; A is a group of formula 3, 
4 or 5 

2-R2,4-R3,5-R4-IMIDAZ0L-1-YL, (3) 
1-R3,2-R4,5-R2-IMIDAZ0L-4-YL, (4) 
1-R3,2-R4,4-R2-IMIDAZOL-5-YL, (5) 

wherein one of the groups R2, R3 and R4 is hydrogen, a Iky I having 1-4 
C-atoms, cycloalkyl having 3-6 C-atoms or alkenyl having 2-4 C-atoms and 
the two other groups, independently of each other, are hydrogen or a Iky I 



having 1-4 C- atoms, has the value 0-3, and pharmaceutical ly acceptable 
acid addition salts thereof. 

3. A method of preparing pharmaceutical compositions wherein as active 
ingredient a compound of formula (2) as defined in claim 1, or a 
pharmaceutically acceptable acid addition salt thereof, is admixed with 
a solid or liquid carrier. 

NON- EXEMPLARY CLAIMS 

Pharmaceutical compositions useful as antagonists of neuronal 
5 - hydroxy trypt amine receptors, and which comprise at least one 
compound as claimed in claim 1 as an active substance. 
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ABSTRACT 

The invention relates to new aryl- substituted (Npiperidinyl)methyl- and 
(N-piperazinyl)methylazoles having interesting pharmacological, notably 
antipsychotic, properties. The compounds may be prepared in a manner known 
for the synthesis. of analogous compounds and be processed to compositions 
according to known methods. 
004 Claims 

EXEMPLARY CLAIM 

1 . COMPOUNDS OF FORMULA 1 

<<R)N-PHENYL)-A-CH(-R1)-N<(-CH(-R2)-CH2-X(-R4)-CH2- (I) 
CH(-R3>-) 

IN WHICH THE SYMBOLS HAVE THE FOLLOWING MEANINGS: R IS METHYL, METHOXY 
OR HALOGEN; N IS 0-2; R1, R2 AND R3 ARE HYDROGEN; X IS A CARBON ATOM 
WHICH IS SUBSTITUTED WITH A GROUP R5, IN WHICH R5 IS HYDROGEN OR 
HYDROXYL; R4 IS PHENYL OR BENZOYL, WHICH MAY BE SUBSTITUTED WITH HALOGEN 
OR METHOXY; A IS PYRROLE OR PYRAZOLE, WHICH MAY BE SUBSTITUTED WITH 
METHYL OR PHENYL; AND THE ACID ADDITION SALTS AND PRODRUGS THEREOF. 

4. A METHOD OF TREATING AFFECTIONS IN THE CENTRAL NERVOUS SYSTEM, 
CHARACTERIZED IN THAT AN EFFECTIVE AMOUNT OF A COMPOUND AS CLAIMED IN 
CLAIM 1 IS USED. 

NON-EXEMPLARY CLAIMS 

2. Compounds as claimed in claim 1: (r) 1-(5-(4-f luorophenyl)pyrrol-2-yl) 
methyl -4- <4-f luorobenzoyl ) pi peri dine; (s) 1 -( 1 -phenylpyrazol-4-yl )methyl 
-4-(4-f luorobenzoy l)pi peri dine; and (t) 1-(5(3)-phenylpyrazol-3-(5)-yl)m 
ethyl -4-(4-f luorobenzolyDpiperidine. 

3. Pharmaceutical compositions which comprise at least an 
effective amount of one compound as claimed in claim 1 as the active 
substance. 
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ABSTRACT 

The invention relates to new ary I -substituted (Npiperidinyl)methyl- and 
(N-piperazinyl)methylazoles having interesting pharmacological, notably 
antipsychotic, properties. The compounds may be prepared in a manner known 
for the synthesis of analogous compounds and be processed to compositions 
according to known methods. 
003 Claims 

EXEMPLARY CLAIM 

1. COMPOUNDS OF FORMULA (1): 

((R)N-PHENYL)-A-CH(-R1)-N<(-CH(-R2)-CH2-X(-R4)-CH2CH(-R3)-) 1 

IN UHICH THE SYMBOLS HAVE THE FOLLOWING MEANINGS: R IS ALKYL, 
HYDROXYALKYL, ALKOXY OR ALKYLTHIO HAVING 1-3 CARBON ATOMS, NITRO, 
HALOGEN, TRIFLUOROMETHYL, OR ALKYLSULPHONYL HAVING 1-3 CARBON ATOMS; N 
HAS THE VALUE 0-2; R1, R2 AND R3 INDEPENDENTLY OF EACH OTHER REPRESENT 
HYDROGEN OR METHYL; X IS A NITROGEN ATOM; R4 IS PHENYL, BENZOFURANYL, 
BENZODIOXANYL, BENZOD10XEPANYL OR BENZOYL, UHICH GROUPS MAY BE 
SUBSTITUTED UITH A GROUP (R)N, UHEREIN R AND N HAVE THE ABOVE MEANINGS; 
AND A IS A PYRROLE RING OR A PYRAZOLE RING, UITH THE PROVISO THAT THE 
PHENYL GROUP IS IN THE META POSITION UITH RESPECT TO THE ALKYLAMINO 
SUBSTITUENT, UHICH RINGS MAY BE SUBSTITUTED UITH METHYL OR UITH A PHENYL 
GROUP UHICH MAY BE SUBSTITUTED UITH A GROUP (R)N, AND UITH 
PHARMACOLOGICALLY ACCEPTABLE ACID ADDITION SALTS THEREOF. 

NON- EXEMPLARY CLAIMS 

2. Compounds as claimed in claim 1: (a) 1-(5-(3-chlorophenyl)pyrrol-2-yl)me 
thyl-4-<2-methoxyphenyl)piperazine; (b) 1-(5-phenylpyrrol-2-yl)methyl-4- 
(2-methoxyphenyl)piperazine; (c) 1-(5-(2,6-dichlorophenyl)pyrrol-2-yl)me 
thy I -4- (2-methoxyphenyl )piperazine; <d> 1 - (5-phenylpyrrol -2-yl )methyl-4- 
(2-methoxy-4-f luorophenyDpiperazine; (e) 1-(5-(2,6-dif luorophenyDpyrro 
l-2-yl)methyl-4-<2-methoxyphenyl)piperazine; (f ) 1-(5-(4-f luorophenyDpy 
rrol-2-yl)methyl-4-(2-methoxyphenyl)piperazine; (g) 1-<5-(2-methoxypheny 
l)pyrrol-2-yl)methyl-4-(2-methoxyphenyl)piperazine; (h) 1-(5-(4-f luoroph 
enyl )pyrrol-2-yl)methyl -4- (4- f luorophenyDpiperazine; (i) 1-(5-(4-f luoro 
phenyl)pyrrol-2-yl)methyl-4-(3-trif luoromethylphenyDpiperazine; ( j) 
1 -(5-(4-f luorophenyl )pyrrol-2-yl )methyl - 2-methy I -4- < 2-methoxyphenyl )pipe 



razine; (k) 1-(5-(4-f luorophenyl)pyrrol-2-yl)methyl-4-(benzo(b)furan-7-y 
Dpiperazine; (L) 1-(5-phenylpyrrol-2-yl)methyl-4-(2H-3,4-dihydrobenzo-1 
,5-dioxepin-6-yl)piperazine; (m) 1-<5-phenylpyrrol-2-yl)methyl-4-((3-hyd 
roxymethyl)-benzo-1 f 4-dioxan-5-yl)piperazine; (n) 2-(5(3)-phenylpyrazol- 
3(5 ) -yl )methy I -4- (2-methoxypheny Dpiperazine; (o) 1-(1-phenylpyrazol-4-y 
l)methyl-4-(2-methoxyphenyl)piperazine; or (u) 1-(5(3)-(4-f luorophenyl )p 
yrazol -3(5 )-y I )methy I -4- (2-methoxypheny Dpiperazine. 
. Pharmaceutical compositions which comprise at least one 
compound as claimed in claim 1 as the active substance. 
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ABSTRACT 

The phenylalkan(en)oic acids of the formula: 

DRAWING 

wherein A is i) -NHCO-, ii) -Oiii) -NHS02-, iv) -COv) -CH2- or vi) 
-CH(OH)-; W is i) CI -13 alkylene, ii) phenylene or iii) 

DRAWING 

R1 is i) hydrogen, ii) C1-4 a Iky I, iii) -COOH, iv) saturated or 
unsaturated, 4-7 membered mono -cyclic hetero ring containing one nitrogen 
as a hetero atom or saturated or unsaturated, 4-7 member mono-cyclic hetero 
ring containing one nitrogen as a hetero atom substituted by an oxo group, 
v) 

DRAWING 

vi) -CH20H; or A, taken together with W and R1, is i) 

DRAWING 

ii) 

DRAWING 

iii) -N-(S02R6)2, iv) 

DRAWING 

or v) 

DRAWING 

two R2 are, same or different, i) hydrogen, ii) CI -4 a Iky I or iii) 
4-7 membered saturated or unsaturated, mono-cyclic hetero ring containing 
two or three of nitrogen and sulfur in total, or two R2, taken together 
with a nitrogen to which they are attached, form saturated or unsaturated, 
i) 7-14 membered, bi- or tri -cyclic hetero ring containing one nitrogen as 
a hetero atom, or ii) 4-7 mebered, mono-cyclic hetero ring containing two 
or three of nitrogen and oxygen in total; Y is ethylene or vinylene; D is 
i) -Z-B or ii) 



DRAWING 



Z is C3-11 alkylene or alkenylene R is 

DRAWING 

or Z taken together with B, is C3-22 a Iky I; R3 is i) hydrogen, ii) 
halogen, iii) C1-8 alkyl, alkoxy or alkylthio, or iv) C2-8 alkenyl, 
alkenyloxy or alkenyl thio; n is 1-3; R4 is C1-7 alkylene; R5 is i) CI -12 
alkyl, ii) C2-12 alkenyl, iii) C5-7 eye I oa Iky I or pp2 iv) phenethyl or 
phenethyl wherein the ring is substituted by one CI -4 alkoxy; Two R6 are, 
same or different, i) C1-7 alkyl, ii) benzyl or iii) phenyl or phenyl 
wherein the ring is substituted by one C1-4 alkyl; and Two R7 are, same or 
different, CI -4 alky; with the proviso that i) -A-W-R1 should bind to 3- or 
4- carbon in benzene ring, and ii) when W phenylene or 

DRAWING 

A should not represent -0-, -CO-, -CH2- or -CH(OH)-; and nontoxic 
salts thereof, possess an antagonistic activity on leukotriene B4, and 
therefore, are useful for the prevention and treatment of several diseases 
induced by leukotriene B4. 
004 Claims 

EXEMPLARY CLAIM 

1. A phenylkan(en)oic acid of the formula: 

1-<D-0-),2-(HOOC-Y-),<Rl-W-A-)BENZENE I 
wherein A, taken together with W and R1, is i) 

(1,1,3-TRI(0=)ISOTHIAZOLIDIN-2-YL)-, 
Y is ethylene or vinylene; D is i) -Z-B or ii) 

-R4-CH=CH-CH(-OH)-R5; 
Z is C3-11 alkylene or alkenylene B is 

<<<R3)n-)PHENYL)-; 

or Z, taken together with B, is C3- 22 alkyl; R3 is i) hydrogen, ii) 
halogen, iii) CI -8 alkyl, alkoxy or alkylthio or iv) C2-8 alkenyl, 
alkenyloxy or alkenyl thio; n is 1-3; R4 is C1-7 alkylene; R5 is i) C1-12 
alkyl, ii) C2-12 alkenyl, iii) C5-7 eye I oa Iky I or iv) phenethyl or 
phenethyl wherein the ring is substituted by one C1-4 alkoxy; with the 
proviso that -A-W-R1 should bind to 3- or 4- carbon in benzene ring and 
non- toxic salts thereof. 

NON- EXEMPLARY CLAIMS 

2. A compound according to claim 1, which is 
3-<1-(6-(4-methoxyphenyl)hex-5E-enyl)oxy-4-(isothiazolidin- 1,1,3- tr ione- 
2-yl)benzen-2-yl)propionic acid. 

3. A pharmaceutical composition for diseases induced by leukotrien 

B4 which comprise , as active ingredient, an effective amount of the 
phenylalkan(en)oic acid of the formula (I) as claimed in claim 1, or the 
pharmaceutical ly acceptable acid addition salts thereof. 

4. A method for the prevention and treatment of several diabetic 
complications, diseases induced by leukotriene B4, which comprises the 
administration of an effective amount of the phenylalkan(en)oic acid of 
the formula (I) as claimed in claim 1, or the pharmaceutical ly 
acceptable acid addition salts thereof 
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ABSTRACT 

The present invention is concerned with compounds of formula 1: 

D R A U I N G 

wherein R1 is straight or branched alkyl having 1-4 C- atoms, halogen 
or cyano; n has the value 0-1; R2 is hydrogen, (1-6 Oalkyl, (3-6 
Oalkenyl, (3-6 Oalkenyl, (36 Ocycloalkyl, (3-6 C)cycloalkyl-(1-4 C) 
alkyl, phenyl, phenyl (1-3 Oalkyl, CO0R6, C0R6, C0NR6R7 or S02-R6, wherein 
R6 and R7 independently of each other are hydrogen, (1-6 Oalkyl, (3-6 
Ocycloalkyl, phenyl or phenyl-(1-4 Oalkyl, wherein the benzene ring is 
optionally substituted with a methyl group or a halogen atom, with the 
proviso that R6 is not hydrogen when R2 is a group C00R6 or S02R6; R3 is 
hydrogen, straight or branched (1-6 Oalkyl or a phenyl -(13 Oalkyl group 
optionally substituted in the benzene ring; and A is a group of formula 2 
or 3 

DRAWING 

wherein one of the groups R8, R9 and R10 is hydrogen, (1C)alkyl, (3-6 
Ocycloalkyl, (3-4 Oalkenyl or (3-4 Oalkynyl and the two other groups, 
independently of each other, are hydrogen or (1-4 Oalkyl, and the 
pharmacologically acceptable acid addition salts thereof, which are 
pharmaceutical ly useful as strong and selective antagonists of "neuronal" 
5 -hydroxy trypt amine (5-HT) receptors. 
003 Claims 

EXEMPLARY CLAIM 

1. Compounds of formula 1: 

. (1-R2,(Rl)n-INDAZOL-3-YL)-CO-N(-R3)-CH2-A 1 

wherein R1 is straight or branched alkyl having 1-4 C- atoms, halogen 
or cyano; n has the value 0-1; R2 is hydrogen, (1-6 Oalkyl, (3-6 
Oalkenyl, (3-6 Ocycloalkyl, (3-6 Ocycloalkyl -( 1 -4 Oalkyl, phenyl, 
phenyl -(1-3 Oalkyl, COOR6, C0R6, C0NR6R7 or S02-R6, wherein R6 and R7 
independently, of each other are hydrogen, (1-6 Oalkyl, (3-6 
Ocycloalkyl, phenyl or phenyl-(1-4 Oalkyl, wherein the benzene ring is 
optionally substituted with a methyl group or a halogen atom, with the 
proviso that R6 is not hydrogen when R2 is a group C00R6 or S02R6; R3 is 
hydrogen, straight or branched (1-6 Oalkyl or a phenyl (1-3 Oalkyl 
group optionally substituted in the benzene ring; and A is a group of 
formula 2 or 3 



(1-R9,2-R10,5-R8-IHIDAZOL-4-YL)- 



2 



N 
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(1-R9,2-R10,4-R8-IMIDAZOL-5-YL)- 3 

wherein one of the groups R8 f R9 and R10 is hydrogen, (1-4 Oalkyl, 
<3-6 Ocycloalkyl, (3-4 Oalkenyl or (3-4 Oalkynyl and the two other 
groups, independently of each other, are hydrogen or (1-4 Oalkyl, or a 
pharmacologically acceptable acid addition salt thereof. 

N0N- EXEMPLARY CLAIMS 

2. Pharmaceutical compositions which comprise a compound as 
claimed in claim 1 as the active substance. 

3. A method of treating syndromes caused by serotonin, by administering an 
effective amount of a compound as claimed in claim 1 



